By using as sires homozygous nude males bearing thymus glands from their normal siblings, heterozygous females yield 50 % nulnu offspring under conventional conditions. Most nt/lnu females are fertile, but in our experience only 20% of them rear nude litters to weaning age.
Nude mice (nulnu) are of considerable interest to immunologists because their congenital athymia results in the absence of cellular immune response and considerably diminished humoral response (Pantelouris, 1971; Wortis, 1971) .
The absence of a thymus gland also makes these mice liable to a wasting syndrome similar to that occurring after neonatal thymectomy, and results in a high susceptibility to pathogens.
The breeding and husbandry of these animals is therefore more difficult than that of normal mice. This is especially true if the animals are housed in conventional animal rooms where their life span is, in our experience, generally less than 10 weeks. The extent to which the life span is shortened is dependent on the type and number of pathogens present.
In our barrier-maintained breeding unit, where the health status is at least equivalent to Category 4 of the Laboratory Animals Centre Accreditation Scheme, nude mice may survive for over 12 months.
The mating system most widely used depends on the production of 'nude' mice from heterozygous parents.
The heterozygotes in this system must be identified either by test matings or by the use of dominant chromosome markers.
The markers generally used are 'rex' (Re) and 'trembler' (tr). Neither mutant makes good mothers and the marker distances are sufficiently large to allow recombination to occur. In addition Trembler males do not mate satisfactorily.
In our colony the fertility rate of nulnu males is considerably higher than the t reported by Flanagan (1966) . While the animals are fertile there is still the problem, in a conventional breeding unit, of susceptibility to pathogens. This problem may be overcome by grafting a normal thymus to the kidney of nulnu males (Ferguson, 1973) , a relatively simple operation carried out at 5 weeks of age using thymuses from normal litter mates. The resulting immunologically competent nu/nu males are able to survive as long as normal mice in similar conditions. The grafted males can then be harem mated with genotypically normal females to produce heterozygotes.
Subsequent matings between grafted males and heterozygous females produce 50 % nu/nu as opposed to 25 % in matings between heterozygotes.
It is advisable to remove phenotypically normal pups from the litters as these grow faster than their nude littermates.
Thymus grafting in our barrier-maintained breeding unit is unnecessary as the absence of pathogens allows nude mice to survive and breed. While the majority of our production is from nu/nu males mated with heterozygous females, we have found that most nude females are fertile. Considerable losses occur, however, during lactation and only 20 % of nude mothers are able to rear nude litters to weaning age ..
Using the techniques described it is possible to maintain a regular supply of nude mice without the space and time-consuming problems of test matings.
